. Of the two characteristic timescales observed, t 1 and t 2 , t 2 strongly decreases with increasing voltage, which supports translocation of the HCV RNA through the pore, rather than entry and escape from the same side. In contrast, t 1 c) Semilog plot of the t 2 timescale vs. applied voltage in the range 200 -300 mV (black line is an exponential fit to the data). Figure S3 : Reproduction of HCV bending using different 3 nm diameter pores at an applied voltage of 200 mV (both acquired using an Axopatch 200B amplifier, sampled at 250 kHz, data low-pass filtered using a 100 kHz filter). Note that while transport timescales upon binding of 1 to HCV RNA decrease, the current blockage may be either reduced or enhanced, depending on pore geometry. Based on ion current measurements Pore C is thicker than Pore B, resulting in reduced ΔI values (y-axis) for Pore C as compared with Pore B. This is also supported by the fact that the characteristic dwell times for Pore C are longer than for pore B, as less force is applied to the molecule for the thicker pore. No drug 10x drug 2 10x drug 1 100x drug 1 Figure S4 : Dwell time distributions and double-exponential fits for the data shown in the paper. The timescale t 2 is reduced drastically upon binding to drug 1, indicating less hindered HCV RNA transport due to a conformational change to the molecule.
